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A wound treating agent contg. a partial peptide of kininogen 

- have growth promotion activity of fibroblasts. 
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Patent No Kind Lan Pg Main IPC Filing Notes 

JP 7082172 A 8 A61K-038/43 

Abstract (Basic): JP 7082172 A 

New wound treating agent contg. kininogen fragment 1.2, 1 or 2 as 
the active components. Also claimed are (1) a wound treating agent 
contg. the partial peptide corresponding to bovine kininogen fragment 
1.2, 1 or 2 (110, 69, and 41 amino acid residues respectively, as given 
in the specification); and (2) a wound treating agent contg. the 
partial peptide corresponding to human kininogen 1.2, 1 or 2 fragments 
(131, 68 and 63 amino acid residues as given in the specification) as 
the active component. 

USE - The fragments 1, 2 and 1.2 are useful as a wound treating 
agents because they have growth promotion activity of fibroblasts. 

Derwent Class: B04 

international Patent Class (Main): A61K-038/43 

international Patent Class (Additional): C07K-014/745 ; C07K-014/81 
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International Class: [ 6 ] A61 K-038/43; A61 K-038/43; C07K-01 4/745; 
C07K-014/81 

JAPIO Class: 14.4 (ORGANIC CHEMISTRY — Medicine); 14.1 (ORGANIC 
CHEMISTRY — Organic Compounds) 
JAPIO Keyword: R01 9 (AEROSOLS) 

ABSTRACT 

PURPOSE: To provide a wound healing agent containing a kininogen 
fragment 1 , etc., as an active component, exhibiting proliferation activation 
effect on fibroblast cell and having excellent stability and absorbability. 

CONSTITUTION: This wound healing agent contains, as an active 
component, a kininogen fragment 1 .2 having the amino acid sequence of 
the formula, preferably kininogen fragment 1 or 2. The daily application 
dose of the active component is preferably 1 -lOO.mu.g/wound in the case 
of topical administration. 
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(74)ftSlA 


#s± (^2*) 



(54) [£igcz>«ft] mrnmm 



(57) [Sft] 

h 2 . 7 5^ ^ M • 2 J: 0«l»fli^^J. 



( 2 

1 

[»*JS3] *^y-y>7^"y^h2£*»fr 
[38**5] 2<7)'>^COdf^y-> i >-7 5 10 

^ y h i -c**it*ja2^««iaww. 

^y y h 2 Tfc 6 m$JB 3 otHftteSGM . 
[18**7] Sffitt: 4^)t h^r-y-yy^^s/ 

[fS*Jf8] SWhh^y-y^i/ 

[18**9] gti^J*-^: 6^h hJf^y-yy^T7^ 20 

^-/-t>77 ^y y h 2 aHh^T"* h' * 

[000 1] 

[aai±<of!iffl#if] *«HH«. #^-yy<075/ 

[0002] 

flWF*ffifcttaW * - i: Tl*jHtt<OJlll««BI*ll»&S-a: 

tff !> d fc jWsd&*IT & ft . * fcKStSr o 
X. yXf -f y7Df7-fe^ yfcb'^-Stt^-/ 

-y ycou -mmmzim? h z. t tm t>i>*£.znx\-* 

h (Ohkubo et al., Biochemistry vol.23, p. 5691—56 

97, 1984). wc^y-yyii. &ffi.mZ]RL*ftX'M 
mzZ<nmmtfMtiF?&&ii.M5im!>M (acute phase 40 
reactant) (Wt~OX'fc&Z thtykfrlZZtl (Furuto 
-Kato et al.,J. Biol.Chem. vol.260, p. 12054—1205 

9, 1985). mE.tzm-t^imc^mmjEtzjm-Lx^ 
[0003] ^/-yya? v k ^atft 

i>J£<A&*l£. ±t LTs ^fi^S-l 14Kd 
ftWiftTM^r— y — (high molecular weight-kini 
nogetu X(±. HMW^y-yV) k-^=FS.ifi5 8— 50 
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2 

6 8Kd<7)i&ftTik :> r—S—y : y (low molecular weig 
ht-kininogeiu Xi±, LMW^zy-^y) fc^Ht&ft. 

tfmv&j&2ti& . 8fmfrt>tfa.wiwzftmti, muz 

co^x-^McosSa.'Wmz^-tt. iiTti^r -J ~yy 
l>* 'J y W yWTuT-T— fe*fc J: 0 2 yJ9rX(i3 -rift 

[0 0 04] Vi"7)HMW-*-y-yyi±&WzmW: 

zti. z<v&mRi?T$.Jiminft { m^L>i\x^z>. v 

n?tt'^-i»2ac7)^^-h-y7^yyh^j»t. aoti 
N5mm<7>mm7 77'*yb (h-$d i:c*sfio^ 

-^•Lft^r— >7 'J— y— yyfc^rS. >)7HMW- 

*-y-yyk^£N«o#fi?£d{t\ ^—y&tf? 

1 •2CD2acD / <7'f-Hy5^y >-h2ria^l 
[0 00 5] flfcfr, h h*3H<7)HMW-4rny-yyt 
4. La&»U ^yHMW-^-y-7-><7)77^yb 

i • 2 (c#ij^*9»«jtt«3*r$\ u 

y-yy<7) L-m<vN *mz&& Ltzt&X'hh. 

[0006] ^i/HMw-^y-7-'y<7)77^yb 

3 8 7#S0-b'J y^l*^4 9 6#B(0r^->-a 
&&X'C0T StmMlzLX 1 1 oi^j-to^r 
fH77^yK'*^. JSC ©Sfftory^W y« 

T69lC077^yMt4 l»77^yh2t 
[0 00 7] >h 1-2(3.. ^SCh^fy'y 

y 7/>y b 2Ki>v>T(ib^^-^ysao^-*{i4 l 
<50#H< iSSttT 5 7M^il^T 4 1 ££S* 1 

mimx*$>&ztfrc ^fttLxmL<T7xizwm 
U:Htt«77^yhtl)5. ifty^^y^M 

T't. 6 9Hc7)T5yi?^S*. hXf^yttlllS 
*tr 1 9 fflOJSMtT 5 y WfflM itt 7 7 ? 

xybx-foh. 

[0008] HMW-Jf— y— yycoyy^^yhi • 
2 «o^a«?stttc-?c i4 s ^-y -y y*^Hi4«o« 
arasrBHtts-fraiBL ^-y-y^fcAaaifflEfFffirB 

f*« 7 )^S'af*Srlfll'ffl*l^T^B! (subendothelial surfac 
e) <D®W&mz1£^Z-£2>®Zi>^mZtlX\^<7)?>. 

x\ znm^yyyxyv 1 • 2izm-tz>mtmme>ti 

Ttr^^oft (Allen et al., Blood vol.70, p. 1—15, 



3 

1987) . 

[ o o o 9 ] -s&\ nmti3m(mmtzi3\i*xm«cw8 i sk 

H^WFLT^ft£t#%lUlT^ft (Dijke et a 
1., Biotechnology vol.7, p. 793— 798, 1989). ftlZ^ 
TGF-/3 (transforming growth factor -0 )^PD 
GF (platelet-derived growth factor) (2, ^*t^iffl 

mm iz wsk&b ft t v ^ m&it i tit x~% § ft-c i 

[00 10] 

fflUft<Ifc^T'#ft^7'^h'£^«i-ft<I<b > e£>ft. i 
TVtfSTGF-jS, PDGFOjUK^a^It^f 
3ttft £ Mi4*yt\ J: 3 sSrlRWWriStt 

i wtflffl-t h z. t tm&tix v . 

[00 11] 

ft & i **# t htih . *W£A=f- L^fv ^7 i^R 

8Stt«lje<0fc«>fc:ti, Ba 1 b/3T3*MBtt 

36*fiSffl"CS ft . 

[0012] m*cr>f&fkm=F&. ^y wc^t^-t 

^cl #B£ftT v^<7)T\ V77 4 — T" 

•f * 9 A? U7 b ^7 7-f 9 AfcUS-&^-&B^S-4i- 
StU ov^iBftJBE«t^o-7h^57K:j:0» £ Steffi 
j&^BMrteJHt* i t ft. iftfe W#ittJr(coV^ 
T|g*f^Jiaii5ivStt^iigL7t. c: 3 L"C»ibftjt«§ 

-x t mm Lx&ftmm&WTfo **> *r 3 jww^ . 
[oo l 3] **>*6ft, AZansrisHMW-^-y-y 
y<r>T 5 7 gSS»J<7>- t^7 7 ^ >- m • 2 

-^y-yyu)75^yh l • 2-c*«i fcsW^je 
Sftfc. 

[00 14] i<7)77^yM-2liIt'7^* 1 J 
J»79*OOhfcoivcfc, Vvfft.fc*<6-C*S£tt«0flF 
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iJ^SrWLTV^ii:*^. tc<97 y r- 1 • 2 

ft*. i^jfi^JStt^^^^niScStta^fyRtbs* 

a^<rh#j*J!#£ft, ■&flR*,L J ^r^ifc*>^i(6 

[0 0 15] b hHMW-^—7— y^iC-pnTli. * 
y ? H y«7nf7- Iffc J: 0 . ^HMW-df— ./ 

-yy«oj:^75^yh i -2#£-f ft-rfcii^ 

*»£>5 1 0§@O l JyyS»t?|,'<7 , f F75^y 

MJ-)i/HMW-^y-yy^77^y h l • 2(; 

#N£-fft. §4>t, thHMW-df-/-yy«03 9 0 

4 5 8#l<7)^y yyll*^ 5 2 0#S£>U S^yjSHS 
iCM h s<7 & H 7 9 >- h (2 7 7 ^ >- hi • 2 
H75^yhtl)l., '7^7 5^ >Mat/75 

^•v^i:^3. ->y77^yM-21{;WI 
7 ^ ^y y b ^ i < {H^^ttSr * t T V %4 . 
[0016] dO^lC, dft^COb b HMW-=3f^.y 

-yywy77^vb i • 2«^7fH7 7^y 
Sftiv^-e, cft4>^rf-K*fl^wfc-&rtW-& 

30 [001 7] fBlOlffi?L«^LTt. <?ylHMW-Jf 

-y-yy^i a c 7 > m • 2 s^-fft*-^ 

fc«fc. 0 . B««D^.7*f" K 7 7 >- h *»4 C t 
ft. 

[0018] iftfeco^r-f - H 77/y b ^$ft^ 

[0019] ift4.«o^rf-H{4. ymmmK . «hs 

t ^ $ *> L v Zcr>mzl>-kM 

[0020] *J2. mm&^-x'it i-ioo^g/ 

0 . 4 fc^ *tt*ft#Tli 0.1-lOm 
[0021] OTtlOftWfcJ: 0 > #fMH*iefc:WL< 
50 [HtfeM] 
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\ i ft \s<nm>&mm& o mmmwm ( b a i 
b/3T3 mm ) mmimm^comm 

1) ^»jy77^ff ;n7h/77^-ai:J; 
^x$r£JEMit (GIBCO Laboratories^ DMA) 1 U 

ymmz, fo^frttbhvxwmmA <2 0mM Tr 

is-HCl p H 7 . 5 , 0.5M NaCl) X'^it 
L'C&ttf^vK'J y- h3^~ y^7A ( 5cmX 5. 
5cm, mV-*±) lCt©l3 m 1 /#TSBIW4 . *tf> 

l±«e«*M;^««RitB ( 2 0mM Tr i s-HC 
L P H7.5, 1.0M NaC 1 ) TWiB-rS. fflFHiiK 

tii&3fcJg3fcJ£ft£fflV^ 28 0nm<7»^;:J:9 : t- 
*-U ©«RJK^iSV«7J-, ifr3 0 0m 1 £fiBRLfc. 
[0022] 2) ffiffli£fr?nvf^7 7 

1 ) T#fc»it!M£ , $> tab 0 . 1 %<D h U 7 
/M-nPig (TFA) fc^^iTfc-CJMfffcl/tfc^fc 
a^i/-/1^5C 18-300* 7JU (4.6X250 
mm. t*7-ff^a) fcgHHU 0.1%TFASr 

<iga h - i- <J /waste lt o ~s o %<r> u - 

T? : ?i?*yYt,ZZi*)m&l>1z« m&mit. 2 14nm 

[0023] nffcH 2 mmwmmmimm^mm 



*A) ^Qe^x^tg^ri^-hfci^x/u^^D 5x i 
o u 10 %ff^sssLmma^)^- - 

ftl-Wmm (fcJITDME ) 1 0 0 ^ 1 fcjtl*. t&stfi 

EfT24B#^. 3 7'c-etif*L7t. zcwmmmzw 
#. iHuasr^a. ffiiflLftigtfi ( o. 2%&*to.mmw 

DME) 1 0 0/x 1 SrjDi., 5eC3Bia««Lfc. 
^HifiCT 1 fcJ: 0 1 0 ^ 1 Mz. , 1 5 n«a 

iMSLfc. Olv£\ 3 H-f $i/'y$-74KBq/ml 
fcfcS.fcdilll;*.. 6H*IHfSi6L£. SSjfti&Jttfclife* > 
10 MM*imMMWzWL&&iiti* H -f - 5 ^ y*>*£ « 

[0024] mum 3 t- 9 1 o^r*- h <mmft& 

Wtt*«0H5g 

i) N5fesBrsyKii»ftjr*f 

5ft38IE?rjS:T$y&i'— ?x>"9-— . ^7^4 7 7A 

M4 0 6#SOE^It , TS y«j&*|B|$rc£ 
397fl, 3 9 8fBSl/4 0 4*ISftV^- WdL 
X^&ZbWmZZtltz. SlCJyHMW-Jf-y- 
y>03 8 7#@*^4 0 4 #g COT 5 ylggfcfrlE^Ji: 

[0025] 



«iiS«Bal b/3T3* (ATCCi 

SVQVMKTEGSxxVSLPHxAM 

V 



387 406 
SVQVMKTEGSTP VSLPHSAM 
T V 



[0026] Z\<Dmi CDttZflmiHZ&^^X xX'^tl 
fc, 3 9 7. 3 9 8RV4Q4WBcr>T$SWmm±. 

1&mkte&^X\±4 o i#g(io>f s^&t^U yem 

#<^anfe& t *4fcv^e*£»sfca*. :«4oiss 

RtflBW) 3 9 8S @ fc 4 5 5 #SW S 7 tt&KtcN t 

AKWtc 2 s y mw& ztix t ^*aa6T* ■& 

(Kato H. et al. .Methods Enzymol. vol. 80, p. 172 
~198, 1981). 

[00 27] 2) TS-SMW&ttffi 



^y-y>C0 3 8 7#B*>^4 9 6SB«77^yh, 

[0028] 
[*2] 
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Ala 
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O. 1 
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1 A 
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Vol 

vai 


O 7 
O. I 
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Net 








n n 
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Tie 
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Leu 


5. 5 


6 


Phe 


0. 0 
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Lys 


1 2. 6 


13 


Trp 


N.D.(*2> 
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£rft 
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*1 Han. Y.N. et.al. J.Biochem. vol.83, p.213~2 
21(1978) J; 0 
* 2 *?feg 

[0029] 3 ) ra&tttCj: £4Hff 
£ ? 1 f - H CO^S £il7e&frTO SDStI 

yx^y^V^yhl'l^^mk—^-t^ (Han.Y. 
N. et.al. J.Biochem. vol.79, p. 1201—1222, 197 
6) . 

[0030] fiLh % 111 . 2RX/3) JCw5iifc*S*i 
[00 3 1] &ftffl4 <)J/HMW-*^y-yy*>fe* 



gift* 



w»<#cg/'ii) 



0. 3 

1. 0 
3. 0 

1 0. 0 

[0035] 



*w5^yM -2. imf2<7>mwk 
l) ^HMW-^y-yy^sD^^yh l 

•20PM 

75/^>M • 2<7)tigfi{i:Han^<7XJj1£ (J. Biochem v 
ol.83, p.213—221, 1978) tCfiHTfToTt. ^-/HM 
W-^-y-yy (M^IfLfcDPA) 5mg£0. 
2M^iN<Sry ; E-'7AM«M ( P H8. 0 ) 5 0u 
1£SJKU ?^IfiUK#y?Wy4. 5A£g$:jDi.. 
3 7t(:tlMnaL^. -?-CD&. DFP (Diisopro 
10 pyl phosphothioride) £ft$SilJgl • 7X1 0- 2 M(C:^ 

#*T>' J E— ^AJWRR ( p H 8 . 0 ) TTWIfcLfc-fe 
7rfy^XG-75*7i (1.6x60cm) ICT 

77^VM -2£ft£.- 
[0032]2) 77^yM, 77^>h2(7) 

mm 

yyV^vhi sat 77^yh2 commtn™ $> cr>-% 
m (JM±.m izm^x'tf^ti. w*>. 1 ) -cit^n^ 
75^ y hi • 2 o^msi* u ? w y^fiijt i 

20 /\ l o 0to5r£J:3l;:£Jfc$-tf\ 7?^yMt7 

fcflL SOE?g#>£>. 0. 2M^K*Sr>' ; E-'7jU^« 
(PH8.0) tfHtL^7rf'77^G-7 5 
*7A (1.6X60cm) iCTy^jaSrffo i i: t 

fc. 

[0 03 31 HMCT5 ^HMW-^y-yyco? 

IQt«4t:J:"3»fc79^>M.2*. SIMM 2 o 
30 Steffi ^ #»7x;P3feOO. 03— 1 O^g/m 1 

sH-. tttjetio, ttSBSfctti/r, *t±P<o.o 

tfc**{ip<0.001 T^B**** i 

[0034] 
[H3] 



'H-l-i >>>g>H5^fcDii) 

4 37.0+ 57.4 
561. 6± 49.7* 
1252. 9±1 22. 6* 
3 1 86. 4 + 45 1. 7** 
8299. 4±510. 9** 
* [ft*] *«Wfc.fcDi!«3*l4HMW-4f~>'-y>' 
077^VM, 75^^h2Slf75^yM 
• 2li«a^^^SME*^*W^*<0T«i»j6« 
85 50 ffl^LT^rffl-C**. 
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9 10 
[0 0 3 6] : Vis (Bos taulus) 

K?iJS^ : 1 W\\<7)W& : 

@E?'JC9*§ : 1 1 0 ^ftfiB : ^yHMW-^zy-yy»3 8 7—4 9 6 

btfuis- : ItMtt itxnffiM : 1 2#g«XaaU:. ProXtiThr. 1 5#gOX 

EJIKOWR : ^Tf- H aaii, ValXJiLeu. 6 9#g<7)Xaaii N LysXiiArg£^ 



* 
: 

Ser Val Gin Val Met Lys Thr Glu Gly Ser Thr Xaa Val Ser Xaa Pro 

15 10 15 

His Ser Ala Met Ser Pro Val Gin Asp Glu Glu Arg Asp Ser Gly Lys 

20 25 30 

Glu Gin Gly Pro Thr His Gly His Gly Trp Asp His Gly Lys Gin He 

35 40 45 

Lys Leu His Gly Leu Gly Leu Gly His Lys His Lys His Asp Gin Gly 

50 55 60 

His Gly His His Xaa Ser His Gly Leu Gly His Gly His Gin Lys Gin 
65 70 75 80 

His Gly Leu Gly His Gly His Lys His Gly His Gly His Gly Lys His 

85 90 95 

Lys Asn Lys Gly Lys Asn Asn Gly Lys His Tyr Asp Trp Arg 
100 105 110 

[ 0 O 3 7 ] : 2 KttftO&B : illift 

nmcofkz ■. 6 9 m&w®. 

mncom-. rs.ym &i±®m-. visHMw-^-y-^ycr>3 8 7—4 5 5 

SI?I]<7)8KB : ^7f H fttlOtBffi : 1 2SS«7)Xaa(i, ProXJiThr. 1 5#@CDX 

77^yM:«77^^h 30 aali. ValXiiLeu. 6 9#S<?)Xaai±. LysXt±Arg£^ 

mm-. -t. 

: (Bos taulus) 58 

mi : 

Ser Val Gin Val Met Lys Thr Glu Gly Ser Thr Xaa Val Ser Xaa Pro 

15 10 15 

His Ser Ala Met Ser Pro Val Gin Asp Glu Glu Arg Asp Ser Gly Lys 

20 25 30 

Glu Gin Gly Pro Thr His Gly His Gly Trp Asp His Gly Lys Gin He 

35 40 45 

Lys Leu His Gly Leu Gly Leu Gly His Lys His Lys His Asp Gin Gly 

50 55 60 

His Gly His His Xaa 
65 

[0038] mmm^r ■. 3 *mm 

!2?ij<7)JI:£ : 4 1 ^MZ, : Vis (Bos taulus) 

m\<m. ■. r s. j gft mm^mm ■. mm 

h#u : mm®, wmwtm. ■. 

ilFmWM : ^y^-b* : ^HMW-^f— y — -?y<r>4 5 6—4 9 6 



(7) 



^¥7-8 2 17 2 



11 12 
Ser His Gly Leu Gly His Gly His Gin Lys Gin His Gly Leu Gly His 

15 10 15 

Gly His Lys His Gly His Gly His Gly Lys His Lys Asn Lys Gly Lys 

20 25 30 

Asn Asn Gly Lys His Tyr Asp Trp Arg 
35 40 

[0039] U5ij#-s§-: 4 

ffi?i|<7)^2 : 1 3 1 4*£ : h b (Homo sapiens) 

h#m;-:w.m# 10 wmcDtm: 

ffi?lj<7)«^ : XV+Y ft&im. : t r- HMW-^-y-^rycr>3 9 0 — 5 2 0 

ffiW : 

Ser Ser Arg He Gly Glu lie Lys Glu Glu Thr Thr Val Ser Pro Pro 

15 10 15 

His Thr Ser Met Ala Pro Ala Gin Asp Glu Glu Arg Asp Ser Gly Lys 

20 25 30 

Glu Gin Gly His Thr Arg Arg His Asp Trp Gly His Glu Lys Gin Arg 

35 40 45 

Lys His Asn Leu Gly His Gly His Lys His Glu Arg Asp Gin Gly His 

50 55 60 

Cly His Gin Arg Gly His Gly Leu Gly His Gly His Glu Gin Gin His 
65 70 75 80 

Gly Leu Gly His Gly His Lys Phe Lys Leu Asp Asp Asp Leu Glu His 

85 90 95 

Gin Gly Gly His Val Leu Asp His Gly His Lys His Lys His Gly His 

100 105 110 

Gly His Gly Lys His Lys Asn Lys Gly Lys Lys Asn Gly Lys His Asn 



120 



125 



■ t r* (Homo sapiens) 



#3E{4S: hhHMW-df-y-^>-c7)3 9 0—457 



115 

Gly Trp Lys 
130 

[0040] ffiBl#* : 5 

&n<n&% : 6 8 

hxnis- ■. mm®. 

wm ■■ 

Ser Ser Arg He Gly Glu He Lys Glu Glu Thr Thr Val Ser Pro Pro 

15 10 15 

His Thr Ser Met Ala Pro Ala Gin Asp Glu Glu Arg Asp Ser Gly Lys 

20 25 30 

Glu Gin Gly His Thr Arg Arg His Asp Trp Gly His Glu Lys Gin Arg 

35 40 45 

Lys His Asn Leu Gly His Gly His Lys His Glu Arg Asp Gin Gly His 

50 55 60 

Gly His Gin Arg 
65 

[00 4 1 ] m^m^r: 6 *H?"J<OS! : /S? 

IE*l|<7):ft£ : 6 3 *50 h#ny-: WMIR 



(8) 



#^¥7-8 2 17 2 



1 3 



1 4 



tbHMW-*r—S—y>cr>4 5 8~52 0 



: b h (Homo sapiens) 

mm : 

Gly His Gly Leu Gly His Gly His Glu Gin Gin His Gly Leu Gly His 

15 10 15 

Gly His Lys Phe Lys Leu Asp Asp Asp Leu Glu His Gin Gly Gly His 

20 25 30 

Val Leu Asp His Gly His Lys His Lys His Gly His Gly His Gly Lys 

35 40 45 

His Lys Asn Lys Gly Lys Lys Asn Gly Lys His Asn Gly Trp Lys 
50 55 60 



imi] 



30B0- 



2000' 



*j 1000 



10 



20 



30 



40 



50 



50 



(5i) int. ci . e msmm ffftmmm^ f i 

C0 7K 14/81 8318-4H 



